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DETAILED ACTION 
Claims 9-10, 15, 18-20 and 32-37 are presented for examination. 

A request for continued examination under 37 C.F.R. 1.114, including the fee set forth in 37 
C.F.R. 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 C.F.R. 1.114, and the fee set forth in 37 C.F.R. 1.17(e) has been timely 
paid, the finality of the previous Office Action has been withdrawn pursuant to 37 C.F.R. 1.114. 

Applicant's payment and submission filed August 18, 2008 to enter the after- final submission dated June 
25, 2008 has been received and entered into the present application. Accordingly, prosecution has been 
reopened. 

Applicant is reminded of the election of species of M4N (tetra-O-methylnordihydroguaiaretic 
acid; also known as meso-l,4-bis(3,4-dimethoxyphenyl)-(2R,3S)-dimethylbutane) in the reply filed 
August 21, 2006 in response to the requirement for restriction/election dated June 20, 2006. Accordingly, 
claims 9-10, 15, 18-20 and 32-33 remain under examination as they are explicitly directed to the subject 
matter that was elected and previously under examination and newly added claims 34-37 are withdrawn 
from consideration pursuant to 37 C.F.R. 1.142(b) as being directed to non-elected subject matter (i.e., 
compounds wherein R1-R4 are identical and are a substituted or unsubstituted amino acid residue). 

Claims 9-10, 15, 18-20 and 32-37 are pending. Claims 22-31 are cancelled. Claim 9 is amended. 
Claims 34-37 are newly added. Claims 9-10, 15, 18-20 and 32-33 are under examination and claims 34- 
37 are withdrawn from consideration pursuant to 37 C.F.R. 1.142(b) as being directed to non-elected 
subject matter. 

Applicant's arguments, filed June 25, 2008, have been fully considered. Rejections not reiterated 
from previous Office Actions are hereby withdrawn. The following rejections are either reiterated or 
newly applied. They constitute the complete set of rejections presently being applied to the instant 
application. 
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Claim Rejections - 35 USC§ 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the uivention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of appUcation for patent in the United States. 

Claims 9-10, 15 and 18-20 are rejected under 35 U.S.C. 102(b) as being anticipated by Howell et 
al. (U.S. Patent No. 5,541,232; 1996), already of record, for the reasons of record set forth at p.2-6 of the 
previous Office Action dated March 25, 2008, of which said reasons are herein incorporated by reference. 

Newly amended claim 9 remains properly rejected in the instant rejection because Howell et al. 
teaches a method for the inhibition and/or reversal of multidrug resistant phenomenon in a patient and 
thereby treatment of both soUd malignant tumors and hematological malignancies comprising the 
administration of NDGA (we5'o-l,4-bis(3,4-dihydroxyphenyl-2,3-dimethylbutane; col.4, 1.33-34) or an 
analogue thereof (abstract and col.5, 1.22-41), such as, e.g., the meso isomer of l,4-bis(3,4-dimethoxy- 
phenyl)-2,3-dimethylbutane (col.6, 1.3-7 and col.l6, 1.18-col.l7, 1.9), to said patient, wherein the 
hematologic malignancy is, e.g., childhood leukemia, acute or chronic leukemia (col.6, 1.35-40 and 
col. 1 6, 1. 1 8-col. 1 7, 1.9), and fiirther wherein the catecholic butane may be formulated in combination with 
a pharmaceutically acceptable additives or adjuvants (col. 15, 1.49-59), such as, e.g., penetration 
enhancers, such as dimethylsulfoxide (col.7, 1.3-15), and may be applied topically, orally or parenterally 
to the treatment site (col.6, 1.52-53). Howell et al. discloses the treatment of mammals, including humans 
(col.6, 1.39-40). 

The elected compound tetra-O-methylnordihydroguaiaretic acid is also known as the meso isomer 
of l,4-bis(3,4-dimethoxyphenyl)-(2R,3S)-diniethylbutane (please see Figure 1 of the instant drawings), 
which corresponds directly to the chemical compound of Howell et al. Please also reference Howell et al. 
at col.6, 1.3-17, where the reference fiirther discloses all stereoisomeric configurations of the disclosed 
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compound l,4-bis(3,4-dimethoxyphenyl)-dimethylbutane, which anticipates the presently claimed 
limitation of the (2R,3S) configuration of the elected species. 

Though Applicant amended the overall transitional language of the instant claims from 
"comprising" to "consisting essentially of and also limited the composition to be administered from 
"comprising an effective amount of a compound of the formula set forth in instant claim 9 to "consisting 
essentially of an effective amount of the compound set forth in instant claim 9, Howell et al. still applies 
as prior art over the instant claims because the disclosed method for treating hematological malignancies, 
such as, e.g., childhood leukemia, acute or chronic leukemia (col.6, 1.35-40 and col. 16, 1.18-col.l7, 1.9), 
administers the NDGA compound in combination with a pharmaceutically acceptable additive or adjuvant 
(abstract; col.5, 1.22-41; col. 15, 1.49-49) to the patient in need of treatment of a hematological 
malignancy. The reference clearly provides for an embodiment wherein NDGA is administered to a 
patient to freat a solid tumor or hematological malignancy (i.e., in this case, leukemia) in the absence of 
the administration of any other elements and/or the execution of any other steps to achieve the disclosed 
therapeutic objective and, therefore, meets the "consisting essentially of language as recited in the instant 
claims. Please see, e.g., col.5, 1.10-41. 

Though Applicant argues that the disclosure of Howell et al. inherently requires the 
administration of an additional agent to which the multi-drug resistance develops, note that Howell ct al. 
clearly provides for the treatment of neoplastic diseases "that may fail to respond to chemotherapeutic 
agents de novo or that may become resistant to freatment after an initial response" and explicitly states 
that the disclosed method is applicable to neoplastic cells that have developed or are susceptible to 
developing drug resistance or multidrug resistance, of which childhood leukemia and chronic leukemia 
are each named as hematological malignancies that can develop multidrug resistance. Please see Howell 
et al., col.6, 1.25-40 and 45-51. In other words, Howell et al. provides for the treatment of neoplastic 
conditions (i.e., childhood leukemia, chronic leukemia, etc.) that are not multi-drug resistant at the time of 
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treatment, but have the potential to become multi-drug resistant. Accordingly, the disclosure of Howell et 
al. explicitly provides for an embodiment wherein the neoplastic condition is not multi-drug resistant at 
the time of treatment with NDGA and, therefore, has not been inherently treated with another 
chemotherapeutic agent to which multi-drug resistance has developed. As a result, there is absolutely no 
requirement, explicit or implicit, for this disclosed embodiment in Howell et al. that an additional drug is 
administered, which supports the conclusion presented supra that, because Howell et al. clearly provides 
for the administration of NDGA in the absence of any additional elements, the disclosure still clearly 
applies as anticipatory prior art over the instant claims, despite Applicant's amendment to the transitional 
language (i.e., from "comprising" to "consisting essentially of) of the instant claims. 

Response to Applicant 's Arguments 

Applicant traverses the instant rejection, stating that Howell et al. is directed to the use of 
catecholic butanes such as NDGA for the treatment of multidrug resistance, which differs from 
Applicant's claimed use in that the reference inherently requires the administration of additional drug(s) 
to which the multidrug resistance develops. Applicant alleges that the amendment to claim 9 (i.e., to now 
recite "consisting essentially of) excludes the use of such additional drugs. 

Applicant's traversal has been fully and carefully considered, but fails to be persuasive. 

As described in detail supra, Howell et al. clearly provides for the treatment of neoplastic 
diseases "that may fail to respond to chemotherapeutic agents de novo or that may become resistant to 
treatment after an initial response" and explicitly states that the disclosed method is applicable to 
neoplastic cells that have developed or are susceptible to developing drug resistance or multidrug 
resistance, of which childhood leukemia and chronic leukemia are each named as hematological 
malignancies that can develop multidrug resistance. Please see Howell et al., col.6, 1.25-40 and 45-51. In 
other words, Howell et al. provides for the treatment of neoplastic conditions (i.e., childhood leukemia, 
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chronic leukemia, etc.) that are not multi-drug resistant at the time of treatment, but have the potential to 
become multi-drug resistant. Accordingly, the disclosure of Howell et al. explicitly provides for an 
embodiment wherein the neoplastic condition is not multi-drug resistant at the time of treatment and, 
therefore, has not been inherently treated with another chemotherapeutic agent to which multi-drug 
resistance has developed. As a result, there is absolutely no requirement, explicit or implicit, in this 
disclosed embodiment of Howell et al. that an additional drug is administered, which supports the 
conclusion presented supra that, because Howell et al. clearly provides for the administration of NDGA 
in the absence of any additional elements, the disclosure still clearly applies as anticipatory prior art over 
the instant claims, despite Applicant's amendment to the transitional language (i.e., from "comprising" to 
"consisting essentially of) of the instant claims. 

Even if, arguendo, Howell et al. limited his teaching only to neoplastic conditions that were 
multi-drug resistant and, thus, were inherently treated previously with additional drug(s) that had caused 
the multi-drug resistance (which the Examiner does not concede). Applicant is reminded that the instant 
claims fail to recite any exclusion whatsoever as to what previous therapy may have been administered 
prior to administration of the NDGA therapy as instantly claimed. The instant claims as presently written 
solely exclude the concomitant administration of additional elements and/or the concomitant execution of 
additional steps that do not affect the basic and novel characteristics of the invention, but provide 
absolutely no limitation on whether the patient received any prior agent(s) for the treatment of their 
neoplastic condition prior to initiating the method of treatment as instantly claimed. By Applicant's own 
admission (p. 5-6, Remarks), the alleged "additional drugs" to which the multi-drug resistance develops 
must have been administered prior to the NDGA compoimd in order to render the neoplastic condition 
multi-drug resistant. However, Applicant's claims as presently written fail to patentably exclude the prior 
administration of additional drugs to which the multi-drug resistance develops. In this case, Applicant 
would again be attempting to argue patentable distinction over features that are not claimed. Applicant is 
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reminded that, though the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. Please see In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 
(Fed. Cir. 1993). 

For these reasons, and those previously made of record at p.2-6 of the Office Action dated March 
25, 2008, rejection of claims 9-10, 15 and 18-20 is proper. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was commonly 
owned at the time any inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and invention dates of 
each claim that was not commonly owned at the time a later invention was made in order for the examiner 
to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 
35 U.S.C. 103(a). 

Claims 9-10, 15, 18-20 and 32-33 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Howell et al. (U.S. Patent No. 5,541,232; 1996), already of record, for the reasons of record set forth at 
pages 6-10 of the previous Office Action dated March 25, 2008, of which said reasons are herein 
incorporated by reference. 

Newly amended claim 9 remains properly rejected in the instant rejection because Howell et al. 
teaches a method for the inhibition and/or reversal of multidrug resistant phenomenon in a patient and 
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thereby treatment of both solid malignant tumors and hematological malignancies comprising the 
administration of NDGA (me5'o-l,4-bis(3,4-dihydroxyphenyl-2,3-dimethylbutane; col.4, 1.33-34) or an 
analogue thereof (abstract and col.5, 1.22-41), such as, e.g., the meso isomer of l,4-bis(3,4-dimethoxy- 
phenyl)-2,3-dimethylbutane (col.6, 1.3-7 and col. 16, 1.18-col.l7, 1.9), to said patient, wherein the 
hematologic malignancy is, e.g., childhood leukemia, acute or chronic leukemia (col.6, 1.35-40 and 
col. 1 6, 1. 1 8-col. 1 7, 1.9), and further wherein the catecholic butane may be formulated in combination with 
a pharmaceutically acceptable additives or adjuvants (col. 15, 1.49-59), such as, e.g., penetration 
enhancers, such as dimethylsulfoxide (col.7, 1.3-15), and may be applied topically, orally or parenterally 
to the treatment site (col.6, 1.52-53). Howell et al. discloses the treatment of mammals, including humans 
(col.6, 1.39-40). 

The elected compound tetra-O-methylnordihydroguaiaretic acid is also known as the meso isomer 
of l,4-bis(3,4-dimethoxyphenyl)-(2R,3S)-dimethylbutane (please see Figure 1 of the instant drawings), 
which corresponds directly to the chemical compound of Howell et al. Please also reference Howell et al. 
at col.6, 1.3-17, where the reference further discloses all stereoisomeric configurations of the disclosed 
compound l,4-bis(3,4-dimethoxyphenyl)-dimethylbutane, which renders obvious the presently claimed 
limitation of the (2R,3S) configuration of the elected species. 

Though Applicant amended the overall transitional language of the instant claims from 
"comprising" to "consisting essentially of and also limited the composition to be administered from 
"comprising an effective amount of a compound of the formula set forth in instant claim 9 to "consisting 
essentially of an effective amount of the compound set forth in instant claim 9, Howell et al. still applies 
as prior art over the instant claims because the disclosed method for treating hematological malignancies, 
such as, e.g., childhood leukemia, acute or chronic leukemia (col.6, 1.35-40 and col. 16, 1.1 8-col. 17, 1.9), 
administers the NDGA compound in combination with a pharmaceutically acceptable additive or adjuvant 
(abstract; col.5, 1.22-41; col. 15, 1.49-49) to the patient in need of treatment of a hematological 
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malignancy. The reference clearly provides for an embodiment wherein NDGA is administered to a 
patient to treat a solid tumor or hematological malignancy (i.e., in this case, leukemia) in the absence of 
the administration of any other elements and/or the execution of any other steps to achieve the disclosed 
therapeutic objective and, therefore, meets the "consisting essentially of language as recited in the instant 
claims. Please see, e.g., col.5, 1.10-41. 

Though Applicant argues that the disclosure of Howell et al. inherently requires the 
administration of an additional agent to which the multi-drug resistance develops, note that Howell et al. 
clearly provides for the treatment of neoplastic diseases "that may fail to respond to chemotherapeutic 
agents de novo or that may become resistant to treatment after an initial response" and explicitly states 
that the disclosed method is applicable to neoplastic cells that have developed or are susceptible to 
developing drug resistance or multidrug resistance, of which childhood leukemia and chronic leukemia 
are each named as hematological malignancies that can develop multidrug resistance. Please see Howell 
et al., col.6, 1.25-40 and 45-51. In other words, Howell et al. provides for the treatment of neoplastic 
conditions (i.e., childhood leukemia, chronic leukemia, etc.) that are not multi-drug resistant at the time of 
treatment, but have the potential to become multi-drug resistant. Accordingly, the disclosure of Howell et 
al. explicitly provides for an embodiment wherein the neoplastic condition is not multi-drug resistant at 
the time of treatment and, therefore, has not been inherently treated with another chemotherapeutic agent 
to which multi-drug resistance has developed. As a result, there is absolutely no requirement, explicit or 
implicit, in this disclosed embodiment of Howell et al. that an additional drug is administered, which 
supports the conclusion presented supra that, because Howell et al. clearly provides for the administration 
of NDGA in the absence of any additional elements, the disclosure still clearly applies as prior art over 
the instant claims, despite Applicant's amendment to the transitional language (i.e., from "comprising" to 
"consisting essentially of) of the instant claims. 
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Response to Applicant 's Arguments 

Applicant traverses the instant rejection, stating that Howell et al. is directed to the use of 
catecholic butanes such as NDGA for the treatment of multidrug resistance, which differs from 
Applicant's claimed use in that the reference inherently requires the administration of additional drug(s) 
to which the multidrug resistance develops. Applicant alleges that the amendment to claim 9 (i.e., to now 
recite "consisting essentially of) excludes the use of such additional drugs. 

Applicant's traversal has been fully and carefiilly considered, but fails to be persuasive. 

As described in detail supra, Howell et al. clearly provides for the treatment of neoplastic 
diseases "that may fail to respond to chemotherapeutic agents de novo or that may become resistant to 
treatment after an initial response" and explicitly states that the disclosed method is applicable to 
neoplastic cells that have developed or are susceptible to developing drug resistance or multidrug 
resistance, of which childhood leukemia and chronic leukemia are each named as hematological 
malignancies that can develop multidrug resistance. Please see Howell et al., col.6, 1.25-40 and 45-51. In 
other words, Howell et al. provides for the treatment of neoplastic conditions (i.e., childhood leukemia, 
chronic leukemia, etc.) that are not multi-drug resistant at the time of treatment, but have the potential to 
become multi-drug resistant. Accordingly, the disclosure of Howell et al. explicitly provides for an 
embodiment wherein the neoplastic condition is not niulti-diug resistant at the time of treatment and, 
therefore, has not been inherently treated with another chemotherapeutic agent to which multi-drug 
resistance has developed. As a result, in this disclosed embodiment, there is absolutely no requirement, 
explicit or implicit, in Howell et al. that an additional drug is administered, which supports the conclusion 
presented supra that, because Howell et al. clearly provides for the administration of NDGA in the 
absence of any additional elements, the disclosure still clearly applies as prior art over the instant claims, 
despite Applicant's amendment to the transitional language (i.e., from "comprising" to "consisting 
essentially of) of the instant claims. 
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Even if, arguendo, Howell et al. limited his teaching only to neoplastic conditions that were 
multi-drug resistant and, thus, were inherently treated previously with additional drug(s) that had caused 
the multi-drug resistance. Applicant is reminded that the instant claims fail to recite any exclusion 
whatsoever as to what previous therapy may have been administered prior to administration of the NDGA 
therapy as instantly claimed. The instant claims as presently written solely exclude the concomitant 
administration of additional elements and/or the concomitant execution of additional steps that do not 
affect the basic and novel characteristics of the invention, but provide absolutely no limitation on whether 
the patient received any prior agent(s) for the treatment of their neoplastic condition prior to initiating the 
method of treatment as instantly claimed. By Applicant's own admission (p.5-6, Remarks), the alleged 
"additional drugs" to which the muhi-drug resistance develops must have been administered prior to the 
NDGA compound in order to render the neoplastic condition multi-drug resistant. However, Applicant's 
claims as presently written fail to patentably exclude the prior administration of additional drugs to which 
the multi-drug resistance develops. In this case. Applicant would again be attempting to argue patentable 
distinction over features that are not claimed. Applicant is reminded that, though the claims are 
interpreted in light of the specification, limitations from the specification are not read into the claims. 
Please see In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). 

For these reasons, and those previously made of record at pages 6-10 of the Office Action dated 
March 25, 2008, rejection of claims 9-10, 15, 18-20 and 32-33 is proper. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine grounded in public policy (a policy 
reflected in the statute) so as to prevent the unjiislified or improper timewise extension of the "right to exclude" granted by a 
patent and to prevent possible harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection is 
appropriate where the conflicting claims are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated by, or would have been obvious over, the 
reference claim(s). See, e.g.. In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Ck. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 
USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may be used to overcome an actual 
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or provisional rejection based on a nonstatutory double patenting ground provided the conflicting application or patent either is 
shown to be commonly owned with this apphcation, or claims an invention made as a result of activities imdertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. A terminal 
disclaimer signed by the assignee must ftilly comply with 37 CFR 3.73(b). 

Claims 9-10, 15, 18-20 and 32-33 remain provisionally rejected on the grounds of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 21, 24-26, 30-32, 35, 39-50, 54-62 
and 64-72 of U.S. Patent Application No. 11/284,111, already of record, for the reasons of record set forth 
at page 10 of the previous Office Action dated March 25, 2008, of which said reasons are herein 
incorporated by reference. 

Applicant requests to defer filing a Terminal Disclaimer until allowable subject matter has been 
indicated. 

In view of the fact that allowable subject matter has not yet been identified in the instant case, and 
further in view of the fact that Applicant has failed to file a Terminal Disclaimer over the cited copending 
application(s) and also that Applicant has failed to present any arguments or remarks directed to the 
propriety of the rejection set forth supra, the provisional rejection made under the judicially created 
doctrine of obviousness-type double patenting remains proper and is maintained . 

Conclusion 

Rejection of claims 9-10, 15, 18-20 and 32-33 is proper. 

Claims 34-37 are withdrawn from consideration pursuant to 37 C.F.R. 1.142(b). 
No claims of the present application are allowed. 

Any inquiry concerning this communication or earlier communications fi-om the examiner should 
be directed to Leslie A. Royds whose telephone number is (571)-272-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on (571)-272-0718. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
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